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The AIDS Memorandum serves as a forum
for the rapid exchange of nev informa-
tion and ideaz smong clinicians and sci-
entists invelved in AIDS research and
management. Material contained in the
Memorandum can be of several kinds:
positive and/or megative results, clini-
cal andfor experimental findings, pre-
liminary and/or walidated data, cbserva-
tione, questions, theories, commentar-
ies, and others. This material is not
subjected to peer review. Therefore,
users of the Memorandum must agree to
treat all material as privileged infor-
mation and to consider it as tentative
snd subject to change prior to formal
publicatien in a refereed journal.

Usérs must agree nat to cite material
from the Memorandum without first ob-
taining the consent of the author(s),
and, with author permission, to cite in-
formation only as a personal communica-
tion. Author addresses are provided for
this purpose.

Users must agree to contribute data
or ideas to the Mamorandum at least once
a year. On an annual basis, the pames of
individuals whe have not contributed to
the Hemorandum will be culled frem the
mailing list, o as to limit circulation
of the MHemorandum only to individuals
actively working in the field.

Finally, users must agrese to share
material in the Hemorandum only with
other individualeg willing to honor thege
ground rules.
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AIDS IN EUROPE: EPIDEMIOLOGIC FEATURES

The World Health Organization of
Europe (WHO-Eurepe) and the Danish
Cancer Society sponsored a meeting in
Aarhus, Denmark, October 19-i1, 1983,
for European and US AIDS researchers.
The meeting was copvened in order To
gummarize the epidemiclogic and climical
features of cases of AIDS which have oc-
corred in Europe and to formulate recom=
mendations for public bealth policies
pertinent to AIDS. The meeting was at=
tended by representatives of the matiom-
al governments and academic imstitutions
from almost every country im Europe.
Along with the invitation to attend the
meeting, participants had been seol a
guestionnaire concerning the epidemiol-
ogy of AIDS. Data from the questiocn~
paires which had been returned were sum-
marized in a manuscript which was dis-
tributed, discussed, and amended at the
meeting and eventually adopted as the
consensus of the participants. Addi-
ticnal data updating case pumbers and
eorrecting misunderstandings regarding
the diagnosis of AIDS were presented at
the meeting.

The total pumber of cases in Europe
which have been diagnosed as AIDS ac-
cording te the most recent update is
266. An important area of agreement
vhich emerged from the meeting was that
the CDC case definition-would be used by
everyone, at least for the purpase of
epidemiologic surveillance. France re-
ported the greatest number of cases
(94), followed by the Federal Republic
of Germany (42), Belgium (38), the
United Kingdom (24), Switzerland (17),
Denmark (13), and the KNetherlands {12).
Eight other countries reported fewver
than 10 cases each. Cases of AIDS were
reported from all areas of Europe. Two
cases were known in Eastern Europe, one

of whom was an African student livinog
there.

As in the United States, AIDS has
been disgoosed in Eurepe with increasing
frequency since 1979. According to in-
formation contained in the question-
paires, eight csses cccurred prior Lo
1979. (These were reported retrospecs
tively.) Duriag 1982, 67 cases were re-
ported, By the time the confersnce was
held, 104 cases had been reported in
1983. :

Of the 200 cases for which detailed
information was provided, 74% were indi-
viduals of Eurcpean origim, 21% were
individuals of African origin, and 10
were individuals eriginating from North
and Central America (Haiti B, US 1, and
Nicaragua 1). One major difference be-
tween the cases evaluated in Europe and
those seen in the US was the large num-
ber of cases from Africa. To date, &2
African cases have been diagnosed in
Belgium, France, Switzerland, and Czech-
oslovakia. These cases have been in in-
dividuals originating mainly from Zaire
and other adjacent African countries in
the Conge Basin. No African cases have
been seen in the United Kingdom, where
the large African population originates
mostly from West, East, and Seouth Afri-
can countries. Although the African
cases have been diagnosed more frequent-
ly in the most recent period, it is um=
clear from these data wvhether this
represents a referral and recognitienm
bias or 2 real increase in the eccur-
rence of AIDS in Africa.

0f the cases of AIDS in individuals
of European origin, 128/148 (86.4%)
could be assigned to a risk group. The
distribution of individuals inte the
various risk groups was similar te the
distribution seen in the United States:
B0% were homosexual mem, &.8% were hemo-
philiacs, and 1.4% were heterosexual
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drug addicts.- In wost of the remainiog
cases, the information provided was im-.

adequate for making a classificaties.

One hundred eighty-nine of the cases
cited in the gquestionnaires were de-
scribed by the following clinical diag-
noses—opportunistic infections, oppor-
tunistic infections and Kaposi's sar-
coma, and Kaposi's sarcoma. The distri-
bution of these cases according te the

area of origin of the individuals is

given in the table.
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The 34 European cases of Kapoesi's sar-
coma only were almest exclusively seen
in homeosexual men.

Further details about the epidemiol-
ogy, ¢©linical features, and policy
recomnendations will be published in the
Eurcopean Journal of Cancer. The informa-
tion was collected by WHO and should be
considered preliminary until confirmed
and published.

Submitted on behalf of the AIDS in
Eurcpe—Status Que 1983 Meeting by
E. J. Biggar, National Cancer Institute,
¥ational Institutes of Health, Bethesda,
Maryland 20205. N

15 AFRICAN EAPOSI'S SARCOMA
ENDEHIC AIDS?

It has been assumed that AIDS is a
new disease, appearing de nove in the US
in 1979. However, there are marked epi-
demiological similarities betwesea AIDS
and the endemic form of Kaposi's sarcoma

(K5) occurring in central Africa. If an
infectious agent causing endemic KS in
Africa were recently introduced into the
US, this could explain how epidemic AIDS
emerged in the US.

ES has been a rare tumor in Eurcpe
and in the US. In these areas, its
prevalence is 0.01-0.06/100,000, and it
occurs primarily in older people (Safai
B, Good RA: CA, 1981, 31:2-12). Io a
recent update of data regarding the cur-
rent AIDS epidemic, it was reported that
26% of all US cases have presented with
K5 alone (Morb Mort Weekly Rep., 1983,
32(35):465-467). This represents well
owver 500 cases.

In contrast, in central Africa, KS
has been a common tumor. K5 accounts
for 12.8% of all malignant tumors in
adults in Zaire, where the highest world
wide prevalence of K5 is koown (Hutt
MSR: Antibiot Chemother., 1982, 29:3-8).
The epidemioclegy of K5 in Africa, as re-
viewed by Hutt, showed that this tumer
occurred in all the countries bordering
Lake Victoria. Within this area, the
tumor is most common in males, with a
male:female ratio of at least 13:1 in
all series. Fifty percent of all cases
occur in individuals aged 25-40. There
ig a small peak for those aged 1-2, and,
in this group, the male:female ratioc is
1 (Kyalwazi SK: Antibiot Chemother.,
1982, 29:59-67). KS is highly area-spe-
cific, with marked variations in imci-
dences over short distances; numerous
case clusters have been reported. This
epidemiclogy strongly suggests an infec-
tious eticlogy (Giralde G, Beth E,
Kyalwazi SK: Antibiot Chemother., 1982,
29:12-29). No thorough study of the im-
munclogy of African KS has been under-
taken. However, it has been observed
that immunoglobulin titers were normal
while delayed-type hypersensitivity
testing was negative in cases of aggres-
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sive K5 (Master SP, Taylor JF, Kyalwazi,
SK, et al: Br Med J., 1970, 1:600-602). .

The table lists features of African
ES and AIDS KS and demonstrates simi-
larities in the epidemiologies of the
two diseases.
made of opportunistic infections in Af-
rican KS patients, this population in
general has a high incidence of life-
threatening infections. A series of
post-mortem examinations

edly high incidence of infection as &
cause of death, including pulmonary in-
fection and dysentery (Templeton A:
Cancer, 1972, 30:854-867).
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1f African K5 is an infectious di-
sease, what accounts for the high male:
female ratio in the adult cases? Sech
a pattern can be seen in infectious di-
seases where males and females have dif-

Although no record was:

of Africans’
dying of K5 did demonstrate an- unexpect-’

ferential occupatiopal exposures, 8% i
the case for cutancous Leishmaniasis in
Hexico. However, Hutt was. unable to
demonstrate such a difference in the
life styles between the sexes in Uganda.

How prevalent hbomesexuality i im
central Africa is wunknown. However,
this area has the highest incidence of
pelygemy in the world, and delayed mar-
riage for males is common (Dr. P. Spen-
cer, personal comsunication). Because a
large number of post-adolescent males
are denied accese to young females,
homosexual contact is thought to occur
before later hetercsexual marriage. If
African KS ie caused by a sexually
transmitted facter, then homosexuality
in the young adult group could explain
the pattern of the tumor im this popula-
tien. The smaller number of childhood
cases could be explained by vertical
transmission.

A putative agent causing KS in Africa
could have been introduced into a sus-
ceptible peopulation in the US, possibly
carried by homosexual wisitors to East
Africa. The recent reporte of AIDS in
Zaire and of 59 cases of AIDS in Europe
whose only risk factor was exposure to
central Africa strengthen the links be-
tween AIDS and African KS. If AIDS is
an epidemic form of endemic KS, then
cleser examipation of the dizease in Af-
rica will anszwer many questions on the
course and cause of this mysterious
discase.

J. Weber, St. Mary's Hospital, Londen,
W2 1 NY, England.

THE INCIDENCE OF KAPOSI'S SARCOMA
IN TEE US AND PUERTO RICO, 1973-1981

The epidemiology of Kaposi's sarcoma
(ES) has attracted considerable interest



THIS MEMORANDUM CONTAINS PRELIMINARY DATA WHICH MAY NOT BE CITED
EXCEPT AS PRESCRIEED IN THE CROUND RULES FOUND ON PAGE 1

AIDS Memorandum, Vel. 1(3), 1984

Page 5.

because of the pany cases associated
with AIDS. The AIDS cutbreak, which im-
cludes both opportunistic infections and
KS, was first recognized inm 1981, al-
though, im retrospect, cases begas te
appear somcwhat earlier. While several
high-risk groups have been identified,
most of the AIDS cases have occurred
among young homosexual men.

Using data from the Surveillance Epi-
demiology End Results (SEER) program of
the Mational Cancer Institute, we exam=
ined the incidence of K5 in the US and
Pusrts Rice. The incidence of K5 in
1973-79 was found te be higher than is
vsually cited for the pre-epidemic KS
incidence rate: 0.29 male and 0.07
female cases per 100,000 per year. Col-
lectively, the nine SEER registries in
the US showed only a slight increase in
the incidence of KS betweee 1973-79 and
1980-81. However, the SEER repistry
covering San Francisco, where & large
pumber of AIDS cases have occurred,
shoved a marked increase in K5 im 1981.

The incidence rates of K5 in the SEER
registry of Puerto Rico were generally
higher than those in the US registries,
despite data vhich suggested that K5 may
be underreported. The demographic char-
acteristics of KS in Puerto Rico sug-
gested the classical rather than the
AIDS-related form of KS5. Puerto Rico and
perhaps other Caribbean islands may be
ecdemic areas of E5.

R. J. Biggar, J. Horm, J. F. Fraumeni,
Jr., H. H. Greene, and J. J. Goedert.
Envirconmental Epidemiclogy and Biometry
Branches, National Cancer Institute,
Bethesda, Maryland 20205.

FACTOR VIII, KAPOSI'S SARCOMA AND AIDS

Qur asutopsy observationt om 26 wic-
tims of AIDS indicate that, in wvirtu=-

ally every case, generalized (lymphade-
nopathic) Kaposi's sarcoma (K5), a tumor
thought to be of endothelial origin, is
present (data te be published). We bave
alse chserved K5 lesions in biopsy spec—
imens of lymph nodes in a high propor-
tion of ATDS patients. Since coagulation
factor VIIT has been shown to be associ-
ated with the neoplastic cells of KS
(Nadji M, Morales AR, Ziegles-Weissman
J, et al: Arch Pathol Lab Med., 1981,
105:274-275), we hypothesize that factor
VIII may be elevated in the peripheral
blood of AIDS patients.

The molecular complex of factor VIII
consists of at least two subunits, the
von Willebrand-related antigen (VIIIR:
Ag) which is produced chiefly by endo-
thelial cells and a procoagulant (VIII:
c) vhich is synthesized by the liver. If
the common denominator of AIDS is KS and
if KS cells contribute to an elevation
of factor VIII in the bloed, we would
further speculate that levels of VIIIR:
Ag in the blood of AIDS patients would
rige disproportionately compared to
lewels of VIII:c. Accordingly, we have
measured levels of these factor VIII
gubunits in blood of AIDS patients aad
controls.

Thirty-three patients were studied.
Fourteen were diagnosed as having AIDS
using strict CDC criteria (Morb Mert
Weskly Rep., 1982, 3]{3?]:50?*51&5 2
Thirteen patients were homosexual men
without AIDS (some of whom had general-
ized lymphadenopathy). Six patients were
homozexuasl men with a pre-AIDS eyndrome
defined by having at least four of the
following symptoms or characteristics:
fever of unknown origin, weight loss
and/or diarrhea, lymphadenopathy, skin
test anergy, lymphopenia (less than
1,500 lymphocytes per cubic mm), oral
thrush, greater than 1,000 different
sexual partners, msultiple infections,
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jnverted T-helper to T-suppressor lym-
phocyte ratie. In addition, AasEays were
performed on the blood of seven patients
who were hospitalized in our medical inm-
tensive care unit (MICU) for serious
acute illnesses unrelated to AIDS. This
group provided data, previously unavail-
able, on the ratio of VIIIR:Ag to VIIl:c
in acute disease (factor VIII is am
acute phase reactant).

Measurements of levels of peripheral
blood facter VIlI:c and VIIIR:Ag were
made using standard methods (Miale JB:
in Mesby CV (Ed): Laboratory Hedicine
Hematology, 6th ed, 5C. Louis, 1982,
920-932). Data are presented in the
figure in two ways. The concentration
of VIIIR:Ag is expressed as % of normal
expected values (normal wvalues are in
the range of 50-150%). The ratic of
VI1IR:Ag/VIll:c is given directly {with

ratios for normals approximately = 1).
00~ . % VillkAg ;J'. * WkAgYMx
| -
- ‘.'l—
E00; ke
k2 |
Hﬂil iF_
a0l : . ° .
| 3 .
- " 3= - E
| - v
H z 1 i
ml- — !' j_ ]
m- 01 B X i
. 0.

There were marked elevations in both
the % VIIIR:Ag and the VIIIR:Ag/VIIl:c
ratios in patients with AIDS, although,
for both parameters, the ranges of val-
ues were large. There were more modest

elevations in the % values and ratios
obtained for pre-AlDS subjecte. Homogex=
uals without AIDS had % values and ra-
tios within normal limite. The % values
and ratios also were elevated in the
acutely ill patient subset. The differ=
ences in the values and ratios for AIDS
patients and MICU patients were not sig-
nificant and de mot suppert a conclusion
that the rises measured can be related
directly te KS. In order to further
assess the value of these assays for de-
termining the presence andfor ubiquity
of K5 in AIDS, we are currently studying
serially the blood of wvarious patient
groups, including persons with KS but
without ¢pportunistic infections.

Note added in proocf: The pre-AlIDS
patient with the highest ratio shown in
the figure (= &) has recently developed
overt AIDS. Another patient who had
originally been in the pre-AIDS group
developed AIDS durisg the study and was
transferred to the AIDS categery at that
time. Because these two patients had
the two highest values in their original
subset, high ratie wvalues may prove to
be predictive of AIDS development.

S. D. Weiss, F. Civantos, N. 5. Penneys,
L. B. Moskowitz, J. W. Kent, and 6. T.
Hensley, School of MHedicine, Jackson
Memcrial Hospital, Miami, Florida 33101.

CYCLOSPORINE-LIKE SUBSTANCES
NOT DETECTED IN AIDS PATIENTS

It has been suggested recently that
AIDS may be caused by the "systemic re-
lease of a potent cyclosporin-like immu=
nosuppressive molecule from a chronic
fungal infection in AID5S patients” (Sell
KW, Folks F, Kwon-Chung KJ, et al: N
Engl J Med., 1983, 309:1065). This sug-
gestion was based on analogies betwesn



THIS HEMORANDUM CONTAINS PRELIMINARY DATA WHICH HAY WOT BE CITED
EXCEPT AS PRESCRIBED IN THE GROUND RULES FOUND OF PAGE 1

AIDS Memorandum, Vel. 1(3), 1984

Page 7 .

imnunosuppressive effects produced by
cyclegporine and changes in ismune sta-
tus which are characteristic of AIDS and
by high-performance liquid chromatogra-
phy (HPLC) analyses of AIDS plasma.

Cyclosperine has s unique cyclic un=~ |
decapeptide structure (Ruegger A, Kuhno |

M, Llichti H, et al: Helv Chim Acta,
1976, 59:1075-1092). Analytical tech-
niques for detecting cyclosporipe in-
clude radioimsuncassay (RIA) (Donatsch

P, Abisch E, Homburger M, et al: J Immu-

noassay, 1981, 2:19-32) and several
mpethods (Neiderberger W, Schaub P, Beve-
ridge T: J Chromatogr., 1980, 182 :654-
458: Carruthers 5G, Freman DJ, Koegler
JC, et al: Clin Chem., 1983, 29:180-183;
Yee GC, Gmur 1J, Kennedy M5: Clin Chen.,
1982, 28:2269-2271; Sawchuk RJ, Cartier
LL: Clin Chem., 1981, 27:1368-1371). The
RIA iz sensitive to the cyclic undeca-
peptide structure only. However, there
is a sufficiently
cross-reactivity in this assay that cy-
closporine-like compounds possessing an
intact eyclic structure but having dif-
ferent substituents on the ring are
measured together with cyclesporine. The
HPLC techniques are specific for cycle-
sporine, but are plagued by the presence
of co-eluting peaks due to endogenocus
plasma components. Even column switching
techniques do not completely eliminate
this problem (Smith HI, Robinson WI: J
Chromatogr., 1984, 305:in press).

We have analyzed samples of blood,
plasma, and serum for cyclosporine using
RIA and HPLC techniques. Samples were
tested from six patients whe fulfilled
the Centers for Disease Control criteria
for diagnesis of AIDS, two patients who
were classified as having the AIDS pro-
drome and, for control purposes, 13
AIDS-free patients, 10 of whom belonged
te several AIDS "risk groups.”

The sensitivities of the analytical

b

broad spectrum of ~

pethods were verified by analyses of cy-
closporine-positive blood specimens from
s normal, healthy velunteer whe had been
entered into a study assessing the dose-
proportionality of cyclesporine (Abolin
CR, et al: Study No. 40, Volumes 3.80-
3.84, Section 12(h) of Cyclesporinme
(Sandimmune™) New Drug Application). His
blood samples had been stored for 1 year
at =-20°C.

All samples were analyzed blind. Sam-
ple aliquots for RIA were fortified with
normal human blood to eliminate matrix
differences between the blood, plasma,
and serum specimens; all samples were
then diluted and apalyzed according to
instructions provided with the cyclo-

sporine RIA kit (Ciclosporin RIA-Kit
Instructions, 1st ed, 14 Feb 1983,
Sandoz Ltd., Switzerland). For the HFLC

analyses, aliquots of bloed or plasma
samples were extracted with diethyl
ether, and the extracts were chromato-
graphed according te the conditions of
Carruthers et al. (ref. above). Their
method was chosen as the one most likely
to coextract and chrosatograph “cycle-
sporine-like” materials. The HFLC elu-
ate was collected starting at several
minutes before the retention time for
dihydrocyclosperine C and ending with
the retention time for cyclosporine D.
Both compounds are used as internal HFLC
standards, and their retention times
bracket those of cyclosporine A. There-
fore, any cyclesporipe-like compounds in
the samples should be eluted in this
window. The HPFLC eluates werc evaporat-
ed, the residues reconstituted with
gmall volumes of RIA buffer containing
surfactants to enhance redissolutien,
and the concentrates analyzed by RIA.

All samples from the positive coatrel
volunteer showed a positive RIA re-
sponse. The concentration data cbtained
in this analysis showed less tham 10%
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difference from data obtained 1 year
ago, validaticg the RIA and also demon-
strating the stability of cyclosporine
in frozen blood. Imn contrast, we de-
tected no cyclosporine or cyclesporinme-
like substances in either patieat or
control samples above the limit of quan-
titation of the RIA (conservatively set
at 30 ng/ml). Analysis of varisnce of
RIA responses between AIDS and contrel

samples showed that there were no sta-

tistically significant  differences.
These analyses suggest thet cyclosporioe
or cyclosporine-like substances are ab-
sent at concentrations less than 30 ag/
ml as well.

In the UV tracings of the HFLC amal-
yses for both control and AIDS samples,
we noticed wvarious and varisble peaks
that are koown to arise from epdogepous
extractable materials. We did oot find
any peaks in the AIDS samples that were
unique to and limited to this subgroup.
All samples known to contaiom cyclospo-
rine showed cyclosporine peaks in the
chromatograms consistent with the ex-
pected coocentration of cyclosporine
(corrected for extraction and recovery
methods). RIA analyses of all HPLC
fraction concentrates were negative for
the control and AIDS samples but posi-
tive for the samples knoéwn To contiin
cyclosporine.

We take mo issue with the hypothesis
that systemic release of an immunosup-
pressive agent by an invading fungus may
be a possible cause of AIDS. Our data
indicate, however, that the putative im-
muncsuppressive agent in the blood of
AIDS patients is neither cyclosporine
nor cyclosporine-like.

This note includes infermatiom con-=
tained alse in a letter which has been
accepted for publication in The New Eng-
land Journal of Hedicine.

H. F. Schran, A. E. Hazzel, D. L. Win-

ter, W. A. Krivoy, J. Raskova, and K.
Raska, Jr. Pharmaceutical Rescarch and
Development, Sandoz, Inc., East Hanover,
New Jersey 07936 and Departmeat of Path-
elogy, University of Medicine and Den-
tistry of New Jersey-Rutgers MHedical
School, Piscataway, New Jersey O08B54.

HON-TRANSHISSIOR OF AIDS
BETWEEN SEXUAL PARTHERS

This study describes clinical and
laboratory analyses of a bisexual man
with AIDS and of his wife. Despite con-
tinued sexual activity, the transsission
of AIDS or of any measurable imsunsdefi-
ciency has mot occurred to date between
these two sexual partoers.

A 42-year-old man presented with
Poeumocystis carinii pocumonia after &
2 month prodrome of malaise, fever, ano-
rexia, and & 10 1b weight loss. The pa-
tient's lymphocyte count was B50 per mm
of which 585 (&69%) were T cells. There
were 99 O0ETL+ cells and 474 OETE+ cells
per sm® (OKT4:0KTE = 0.21). He was aner-
gic te four cutansous recall antigens
{candida, trichophyton, mumps, and diph-
theria-tetanus toxoid). He was seroposi-
tive for cytomegalovirus (CHV) antibody
by ELISA analysis, and CHV was isolated
from bis urine., However,; there was no
blastogenic response to CHV. Blastogene-
gis to phytohemagglutinic (PHA) was nor-
mel. The patient received sulfamethoxa=-
zole-trimethoprim therapy and transient
respirator support. Eight weeks later,
his immunologic status was unchanged,
but he appeared cutwardly well.

The patient had been married for 1B
years. Sexuval activity with his wife was
limited to kissing, manual genital copn-
tact, aod penile-vaginal intercourse.
Intercourse occurred onceé or twice a
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week in the 'S5 years preceding the pa-
tient's illpness. The wife corroborated
this history.

The patient had had several experi-
mental homosexual encounters from the
time he was 14 until he was 18 years
old. He resumed homosexual activity at
age 31, usually meeting ancoymous part-
ners in parks or public rest rooms. He
had a total of about 50 such coatacts,
averaging 3-5 per year in the 3 years
preceding his illness. Host of these in-
volved mutual orogenital contact, al-
though active or receptive anal inter-
course occasionally occurred. Several of
the homosexual encounters had occurred
in or near San Francisce. The patient
had had hepatitis B 10 years before the
onset of his current illoness, and an as-
say for anti-HBs antibody was positive.
The fluorescent treponemal antibody ab-
sorption test was also positive; the
VDRL was nonreactive. The patieot denied
having had other sexually transmitted
dizeases (STD) and had never received a
transfusion or blood products.

The wife, age &0, gave a history eof
lifelong monogamy and had no history of
STD or transfusion. She was examined
8 weeks after her husband's illmess (&
months after the onset of his prodromal
symptoms). She was asymptomatic and had
a normal physical examination. She was
seropositive for anti-CHV antibedy, but
cultures of her uripe,*cervix, rectum,
and pharynx were negative for CHV. The
lymphocyte count was 1,598 per ma®, of
which 1,374 (86%) were T cells. There
were 605 OKT4+ lymphocytes and 179 OKI&+
lymphocytes per mm® (OKT4:OKTE = 3.38).
Her lymphocytes showed normal blastogen-
ic responses to CMV and PHA. FPositive
skin reactions were measured to tThe
musps recall antigen (34 mm induration)
and to candida (4 mm). There was no re-
sponse to trichophyten or diphtheria-

tetanus toxoid. The wife remains well
8 months later but has declined to
undergo further imsunologic and wiro-
logic testing.

Sexual transmission of AIDS is sus-
pected on several epidemiclogic grounds
including cbservations that the sexual
partners of AIDS patients commonly have
subclinical cellular immunodeficiencies
or, oceasionally, overt AIDS. These ob-
servations have been made primarily in
homosexual men. However, many homosexual
men without AIDS have subclinical immu-
nologic asbaormalities. Therefore, the
relationship of imsunodeficiency to spe-
cific sexual contacts or activities is
mot yet clear.

In this study, AIDS and immunodefi-
ciency were not transmitted from a bi-
sexual man to his vife. There are sever-
al possible explanmatiocns for the normal
clinical and immunclogic status of the
wife; they are pot mutually exclusive.
AIDS may not be caused by a specific
transmissible agent, the putative etio-
logic agent of AIDS may mot yet have
been tramsmitted from the patient to his
wife, the evaluation of the wife may
have been carried out during ao incuba-
tion period, or the wife may have bad a
subclinical infection with the putative
AIDS agent, perhaps with the development
of & protective immune response. Further
attempts to reexamine the wife are
underway.

H. H. Handsfield, and A. C. Collier.
Department of Hedicine, University of
Washington, and the Seattle-King County
Department of Public Health, Harborview
Yedical Center, Seattle, Washington
98104.
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T-LYMPHOCYTE SUBSET ABNORMALITIES
1N HEMODIALYZED ADULTS WHO HAVE
RECEIVED BLOOD TRANSFUSIONS

Adults on chronic maintenance hemo-
dialysis who have received bleod trans-
fusions show prolonged renal allograft
survival which appears to be correlated
with defective cell-mediated immunity
(Watson MA, Briggs JD, Diamandopoulos
AA, et al: Lancet, 1979, 2:1323-1326).
To study this phenomenon, we examined
the peripheral blesd lymphocytes (FBL)
of 290 hemodialyzed adults, 19 of whom
had received blood transfusions (ET) and
10 of whom had not (NT). Data were alsc
sbtained on more than &40 age-matched
pormal voluntesrs.
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When compared with controls, recipi-
ents of BT showed statistically signifi-
cant decreases in the absolute numbers
of OKT3+ cells, the percent represenia=
tion and absolute numbers of OKT4+
cells, and the OKT4+/0KT8+ ratio. These
findings are similar to those seen in
other individuals who have received ET
(Kessler CM, Schulef RS, Goldstein AL,
et al: Lancet, 1983, 1:991-992). The
NT subjects showed decreases only in the
percent representations of OKT3+ cells.

We wish to emphasize that none of the
subjects of this study, including those

5

with depressed numbers of OKT4+ cells,
bave signs or SYyEptoms associated with
AIDS, such as unexplained fevers, weight
loss, or lymphadencpathy. These data,
however, may explain both the decrease
in cell-mediated immunity in transfused
hemodialyzed subjects and their
decreased renal allegraft resistance.
These changes may also have relevance Lo
cases of AIDS developing in these indi-
viduale who have been exposed to blood
or bleod products.

Vhether these changes were induced by
the transfusions or are present as a re-
sult of the generalized hypofunction of
the bene marrow iz mot known. A prospec=
tive study is currently undervay to belp
determined the pathogenic effects of ET
and will be reperted in a future issue
of the Memorandum.

B. 5. Bender, J. E. Nagel, and W. H.
Adler, Cliniesl Immunology Sectiom,
National Imstitute om Aging, Kationmal
Institutes of Health, Baltimore City
Hospitals, Baltimere, Haryland 21224,

AIDS AND FLOW CYTOMETRY:
CALL FOR PAPERS

A workshop on AIDS and Flow Cytome=
try, sponscred by the Kational Institute
of Allergy and Infectious Diseases
(NIAID), will be beld April 3, 1984, at
the Bethesda Marriott Hotel. This meet-
ing will precede a meeting on Flow
Cytometry which is being held by the
Becton Dickinson Company on April &-5 at
the same place. Anyone with data tTo
present at 2 session on AIDS and FACS
should contact Dr. Thomas Folks, NIAID,
Building 10, Room 11C216, Bethesda,
Haryland 20205, (301)  496-4553 or
Dr. Thomas Chused, NIAID, Building 35,
Room 228, Bethesda, Haryland 20205,
(301) 496-2789.
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SPECIFICITY OF LYMPHOCYTOTORIC
ANTIBODIES IN AIDS AND PRE-AIDS
PATIENTS

Antilymphocyte antibodies have been
detected in AIDS patients, but, To our
knowledge, no reports have been pub-
lished on the specificities of such
antibodies for subpopulationms of T lym-
phocytes. This report describes the
reactivity of lymphocytotoxic antibodies
{LCA) with T belper, T suppressor, and
non-T mononuclear cells in patients with
AIDS and patients with pre-AIDS symp-
toms.

Thirteen patients (3 with AIDS, 10
with pre-AIDS symptoms), 6 healthy homo-
gexual controls, and 17 healthy hetero-
sexual contrels were the subjects of
this study. Of the 13 patients, five
wvere drug addicts (3 males, 2 females)
and § wvere male homosexuals. Elood was
collected frem all individuals. One por-
ticn was heparinized for cellular stud-
jes, and another portion was allowed Lo
coagulate for studies of sera. Hononu=
clear cells from patients and controls,
fractionated using Ficell-Hypaque, were
typed by an indirect immuncflucrescence
technique using various monoclonal anti-
bodies: OKT3 (a pan T cell marker), OKT4
(a T helper/inducer cell marker), and
OKTE (a T suppressor/cytotoxic cell
marker). Sera from patients and controls
were examined for LCA uging a microcyto-
toxic test which was a modification of
the Terasaki technique (Mottiromi VI,
Terasaki PI: in Terasaki, PI (Ed): His-
tocompatibility Testing, Hunksgaard,
Copenhagen, 1970, 301-308). Target cells
for these studies were preparations of
either purified T cells, T helper cells,
T suppressor cells, or a mixture of B
cells plus macrophages from healthy do-
nors. The results of cytotoxic assays
were expressed as the cytotoxic index

(c1) (100 = 4 dead cells iz test gample/
% dead cells in cootrel). Values for
control, positive samples were ususlly
in the range of 50-95% dead celle. A CI
220% was considered positive for LCA,
while a CI 520% was considered megative.

Lymphocytotoxic antibodies were de-
tected in all of the symptomatic indi-
viduals (AIDS and pre-AIDS groups) buat
in only ome (6%) of the healthy hetero-
sexval controls and in momne of the
healthy homosexual comtrols. Titers of
lysphocytotexic antibodies im the pa-
tients ranged from 125-625. The anti-
bodies were detected at 15°, 20°, and
37°C, but the reactivity at 37°C was 20-
40% lower than at 15°C. Astibodies from
all of the patients rescted with both
T helper and T suppressor cells, but in
nine of the 13 serum samples the reacs
tion was higher with the T helper cells
(p <0.05). Mo correlatien could be found
between the levels of T helper lympho-
cytes or the T helper/T suppressor cell
ratio and the levels of lymphocytetoxic
antibodies in patients (p >0.1). Sera of
seven patients and three of nine healthy
heterosexual controls tested reacted
with non-T mononuclear cells (B cells
plus monocytes). The degree of cytotox-
icity with these cells did aet correlate
with the levels of lymphocytotoxic amti-
bodies to T cells.

Two new findings have ecmerged from
these studies: LCA react with both puri-
fied T helper and T suppressor cell
preparations and both homosexual men
with AIDS and drug addicts with AIDS
have LCA which demcnstrate these
specificities.

V. Wicher, B. Esparza, and K. Wicher.
Center for Laboratories and Research,
New York State Department of Health,
Albany, New York 12201.
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AIDS CASES REPORTED TO THE CENTERS FOR DISEASE CONTROL AS OF JANUARY 23, 1984

UNITED STATES CASES

FERCENT PERCENT
DISEASE CASES OF TOTAL DEATHS DEAD
KS without PCP B58 . 26.0 198 23.1
PCP withsut KS 1695 L 51.2 RO9 &7.7
Both K5 amd PCP 225 6.8 145 Bbh&.G&
01 without KS or PCP 530 16.0 280 52.8
TOTAL 3308 100.0 1432 53.3
KS = Kaposi's sarcoma PCP = Pneumocystis carinii pneomonia
0l = Opportunistic infections
MALES FEMALES TOTAL
RISKE GROUPS*® CASES % OF TOTAL CASES % OF TOTAL CASES &
Homosexual or 2355 76.3 1] 0.0 2355 T1.2
bizexual
IV drug user G62 14.9 120 54.3 582 i7.6
Haitian 126 5.1 21 9.5 147 5.5
Hemophiliasc 21 0.7 0 0.0 | 0.6
No apparent risk 123 4.0 &0 36.2 203 6.1
group or unknown "
TOTAL 3087 100.0 221 100.0 3308 100.0

The risk groups listed are hierarchically ordered; cases with multiple risk
factors are tabulated enly in the risk group listed first.
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TO ALL READERS: AIDS MEMORANDUM MAILING LIST

The AIDS Memorandum is an informal forum for the exchange of information and
ideas among clinicians and scientists actively involved in AIDS research, climical
investigations, and management.

IF YOU WISH TO CONTINUE RECEIVING THE AIDS MEMORANDAM, please supply the informa-
tion requested below and returan this page by Harch 1, 1984 to

AIDS Memorandus

Natiopal Imstitute of Allergy
and Infections Diseases

Hational Institutes of Health

Building 5, Room 432

Bethesda, Haryvland 20205

AlD5=-related investigations

FLEASE SEND YOUR ARTICLES TO THE ABOVE ADDRESS AS S00N AS YOU HAVE INFORMATION OR
IDEAS TO SHARE. At the end of this year, the Memorandum will be sent to only those
individuals who have contributed articles to it.

Please make sure that your address is correct as typed on the back of this page.
Make any corrections that are needed next to the address.



INSTRUCTIONS FOR AUTHORS
CONTRIBUTING TO TEE AIDS MEMORANDIM

Content: Articles published in the AIDS
Hemorandus must have cbvious relevance
te AIDS. They can describe clinical or
experimental findings. Letters and other
types of commentary are also welcome. In
all cases, the text ghould be limited to
1000 words and typed double spaced.

References: References should be inte-
grated imto the text in parentheses.
Each citation should include journal
title, year of publication, velume and
igsue pumbers and inclusive page Dum-
bers. Citations from books should in-
clude book title, editer(s), publisher,
year of publication and relevant page
numbers .

Tables: Whenever possible, data should
be organized inte tables rather than
figures.

ATDS Memorandum

Kational Institute of Allergy
and Infectious Diseases

National Imstitutes of Health

Building 5, Room 432

Bethesda, HD 20205

Announcements of Meetings: Anncuncements
of upcoming AIDS meetings should include
meeting title, location and date and the
nams, address and telephone number of
the organizer of the meeting.

Further Information: For further infor-
mation call the AIDS Memorandum office
at (301) &96-9537.

Mailing Instructions: Manuscripts for
the AIDS Memorandum should be seat to
thie address:

AIDS Hemorandum

National Institute of Allergy
and Infectiocus Discases

Kational Institutes of Health

Building 5, RKoom 432

Bethesda, Haryland 20203




